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III. AMFNDMENTS TO CLAIMS 

Claims 4, 10, 18, 24, 30-33 and 38 are cancelled, without prejudice. Please add 
new claims 4 1-50 as set forth below, 

IN THE CLAIMS: 



1 . fOncen^trrMtfy Amended) A method for d e t e rmin i ng wh e th e r screening 
an individual i s lik el y to havo gastro i nt o ot i na ifor rolorertnl cancer, the method 
comprising determining a param e ter reprosont i ng the total concentration of TIMP-1 in a 
body f l uid piasma sample of said individual, oth e r than blood s e rum, and indicating the 
individual as having a high l i k eli hood of hav i ng gastro i nt e stinal iikAiy tn hav^ ^^iorpctal 
cancer if the param e t e r fnfai rnpropfratinn of Tiiw|p-i is^t-or-beyorrd a-d4SGrimiflating ^ 
vafuejand indicating^he individual as unlikely of hav i ng gastro i ntostina l i Q^ba^ 
rninrgctal cancer if the param e ter tntai mnronfratinn nf TiMP-j is( hot at or - bcyond tho (^^^ • ^ 

^ hj^ jd^stigHti^tinaj ^^ ^ 
^ijgijjgj^i/M;^^ dotor mtne eH^vnTTeBStTrintr sai^^ 
of TIMP 1 a healthy control population«.^g-3ig&pt^lg^B=^^A^it@jc&^ 

gastroint e stina lgvq?;^iff<^fa[c deterrTHAiag^ahtTJiscnr^ 
ideiitifies^tl^ ^ witF Ta^prGdot o rmin o d 
sp e c i fic i ty and/or^ ^aTpredet^^ 



A-. (Once Am e nded) A m e thod accord i ng to c l a i m 1, wh e r ei n th e param e t e r 

d e t e rm i ned i s tho va l ue obta i n e d by comb i n i ng tho conc e ntration of tota l T I MP 1 with 
th e concentration of fr ee T I MP 1. 
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5. (Oriainal n^irrf^ntfy Amendf^^ A method according to claim 4t41 wherein 
the combining rnmhinatinn is performed by logistic regression analysis. 

6. fOriainal nurr^ntfy Amended^ A method according to any of th e pr e c e d i ng 
claimsTjLoES, which comprises additionally determining at least one second parameter, 
the second parameter representing the concentration of an additionaljumou^ marker 
different from any form of TIMP-1 , in a body fluid sample from the individual. 

7. (Offoi^ol Crurr^nny Amendefl^ A method according to claim 6, wherein the 
first param e t e r repros o nting th o ic tol concentration of TIMP-1 in body f l uid samplos jfaa 
piaQma c^ampio and the at l e ast on e s e cond param o t o r mnrontrafinn of the additional 
fiimriMr rT'^^fkor different from any form of TIMP-1 are combined to result in a combined 
parameter and indicating the individual as hav i ng a h i gh li ke li hood of hav i ngj ikei^ 
have eolorectal cancer if the combined parameter is at or beyond a discriminating value 
and indicating the individual as unlikely of hav i ng h^yo c^^lnrectal cancer if the 
combined parameter is not at or beyond the discriminating value. 

8. (Original) A method according to claim 7, wherein the combining is 
performed by logistic regression analysis. 

9. f Orio/no/ nurr^ntly Ampnd^^ A method according to claim 7 of^ , 
wherein the discriminating value of the combined parameter is a value which has been 
determined by determining said combined parameter in both a healthy control 
population and a population with known minrt^ctal cancer, thereby determining the 
discriminating value which identifies the rpioiyctai cancer population with a 
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predetermined specificity or a predetermined sensitivity. 

(Original) A m e thod accord i ng to any of c l a i ms 6 9, w l ior e in th e at le ast 

on e s e cond param e t e r d e t e rm i n e d i s a param e t e r r e pr e s e nt i ng th e concentrat i on of a 
tumour marker. 

1 1 . fOmmaln^irr^ryfiy Am^nrled^ A method according to claim 4^s^ wherein 
the tumour mark e d^ ma^ee is selected from the group consisting of CEA, soluble LI- 
PAR, cathepsin B, HER2-neu, CA15-3 and YKL-40. 

12. (Original) A method according to claim 1 1 , wherein the at least one 
second parameter determined is the concentration of CEA. 

13. (Onsen^^rr^ntly Amended) A method according to claims 1 , 41 4^2 or 
§5^ wherein the individual is a member of an unselected population. 

14. fOnGenitm>nny Amended) A method according to claims 1 ,,^41^442 or 
§5^ wherein the individual is a member of a population already identified as having an 
increased risk of developing cancer. 

15. fOnGenurrtinHy Amended) A method for d e t e rm i ning wh e th e r a 
BatieRtQrrooninj r^n inHiviH^i^i who has been treated for primary breast cancer i s li k el y 
to hav e ^ ^j^ metastatic breast cancer, comprising determining a param e t e r r e pr e s e nt i ng 
the total concentration of TIMP-I in a body ftyidpiasma sample of said individual, othef 
than b l ood sorum, and indicating the individual as hav i ng a high l i k e l i hood of 
^^vavtfiQiHroiy h^yp metastatic breast cancer if the param e t e r jntaLcQnro ntrg^An of 
TiMP-i is at or beyond a discriminating value and indicating the individual as unlikely 
©%Q havin§^a^ metastatic breast cancer if the param e t e r total roncenh-ation rfi timp-i 
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is not at or beyond the discriminating value, whereby the likelihood that said individual is 
Wkely4Gbas=Q£Jiftdll have metastatic breast cancer is determined, the discriminating value 
being a value which has been determined by measuring sa i d param e t e rH iP total 
^nprAntr^tinn nf TiMP-1 In both a healthy control population and a population with 
known metastatic breast cancer, thereby determining said discriminating value which 
identifies the metastatic breast cancer population with a predetermined sp e c i fic i ty 
and/or a prodotormin e d sensitivity or a proHotorniippfi cperip^jty. 

(Onc e Am e nded) A m e thod accord i ng to cla i m 15, wh e r ei n th e param e t e r 

d e t e rmin e d i s tho valu e obta i n e d by comb i ning tho conc e ntration of tota l T I MP 1 with 
th e conc e ntration of fr ee TIMP 1 . 

19. fOriQinal namnfiy A mGnd&d) A method according to claim 4^_42, 
wherein the combininq rorr^h'nT^tion is performed by logistic regression analysis. 

20. (Orioinal currentty Amended^ A method according to any of claims 1 5- or 
19, which comprises additionally determining at least one second parameter, the 
second parameter representing the concentration of an additional tumour marker 
different from any form of TIMP-1 , in a body fluid sample from the individual. 

21 . (O^^'o^'^of niirrpntly Amended^ A method according to claim 20, wherein 
the first param e t e r r e pr e senting thoio tal concentration of TIMP-1 in body f l uid 
s ampl o s tiia pi?<fm^ Qampip and the at l e ast on o s e cond Par a m o t e r r^nncpnfration of the 
aHriitionai t^imonr m^^fkfir different from any form of TIMP-I are combined to result in a 
combined parameter and indicating the individual as hav i ng a h i gh l i k el ihood of 
tovtfwiikoiy to havo metastatic cancer if the combined parameter is at or beyond a 
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discriminating value and indicating the individual as unlikely ofrn tovfTOh^^w metastatic 
cancer if the combined parameter is not at or beyond the discriminating value. 

22. (Original) A method according to claim 21, wherein the combining is 
performed by logistic regression analysis. 

23. (Original) A method according to claim 21 0^^, wherein the 
discriminating value of the combined parameter is a value which has been determined 
by determining said combined parameter in both a healthy control population and a 
population with known metastatic cancer, thereby determining the discriminating value 
which identifies the metastatic cancer population with a predetermined specificity or a 
predetermined sensitivity. 

24r (Original) A method according to any of cla i ms 20 23, wh e r ei n tho at l o ast 

on e s e cond param e t e r d e t e rm i n e d i s a param e t e r r e pr e s e nting th e conc e ntration of a 
tumour mark e r. 

25. (Orioinal Ciim^ntty Amendpd^ A method according to claim 2Aj2Q^ wherein 
the tumour mafked^^a^er is selected from the group consisting of CEA; soluble u-PAR, 
cathepsin B, HER2-neu, CA15-3 and YKL-40. 

26. (Original) A method according to claim 25, wherein the at least one 
second parameter determined is the concentration of CEA. 

27. (Onsecu^s^Qtfy Amended) A method according to claim 15, wherein the 
determination is performed at several time points at intervals as part of a monitoring of a 
cancer patient after the treatment for primary bceasLcancer. 
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28. (ORGenarrMHy Amended) A method according to claim 1 , us e d for 
d e t e ctina whif^h f1<^t^cK ©Qi^'y stage cancer. 

29. (Original) A method according to claim 28, wherein the early stage cancer 
is selected from the group consisting of colon cancer Dukes' stage A, colon cancer 
Dukes* stage B, colon cancer Dukes* stage C, rectal cancer Dukes' stage A, rectal 
cancer Dukes' stage B and rectal cancer Dukes' stage C. 

^0. (Once Am e nd e d) A m e thod accord i ng to c l a i ms 1 or 15, wh e r ei n th e body 

f l uid is s e l e ct e d from th e group consist i ng of b l ood (plasma), fa e c e s, urin o and 
c e r e brosp i na l flu i d. 

^4^ (Original) A m e thod accord i ng to c l a i m 30, wh e r ei n th e body f l uid is 

p l asma. 

2Sr. (Original) A m e thod accord i ng to c l a i m 30, wh e r e in th e body f l uid i s b l ood. 

2^. (Original) A method according to c l a i m 30, wherein the body f l uid i s urin e . 

34. fOnsennrrnr^fiy Amended) A method according to claims 1 or 15, wherein 
the total concentration d e t e rm i nat i on of TIMP-1 is performed by means of an immune 
assay or an activity assay. 

35. (Original) A method according to claim 34, wherein the immune assay is 
an ELISA. 

36. (Original) A method according to claim 34, wherein the activity assay is 
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zymography. 

37^ (Original) A mothod accord i ng to any of th e pr e c e d i ng c l a i ms, wh e r ei n th e 

canc e r typ e i s sele ct e d from th e group cons i sting of co l on canc e r, r e cta l canc e r and 
m e tastat i c br e ast canc e r, l ung canc e r, prostat e canc e r, ov a r i an canc e r, c e rv i ca l canc e r, 
li v e r canc e r and gastric canc e r. 

(New) A m e thod accord i ng to c l a i m 1 wh e r ei n th e gastroint e st i na l c a nc e r 

is co l or e cta l canc e r. 

39. (Newn^irrnntly Amended^ A method according to claim 1 wherein the 
gastro i nt e stina l rninront^i cancer is colon cancer. 

40. (Nawn^irrentty Amended^ A method according to claim 1 wherein the 
gastro i nt e st i nai colQ^;^ cancer is rectal cancer. 

dl (A/PM/J A mpthnH fnr Qrrf^f^nipj indivirliial fof colorftrta' ^?n^*^rj thfi 

wifh thP rnnrpniratinn of frpp TIMP-j jp a plagma Q ample olsaidJndividual^and 
inriiratinq fhP inriiviriiial a<s likply tn havp r n l n r pr tal r sinrf^r if fhp rnmhinatinn of fho 
rnnrpnfrafinn nf tntal TIMP-i wifh thfi f:0"^g^ntrafinn nf frpp T|MP-1 is at OF hpyond B 
dLQrriminafinj vahiP and inHjry^t!ng thfi jpHiviHiial ^iplilfPiy jp jiave CQ lnrprt^; ranCfir If 
thp rnmhinatinn nf fhp rpnCPntration Of t otai TIMP-1 wifh thp rpnCftntratiO" nf frop 
TIMP-i i<i nnt at nr hpynnd fhp dicrriminafinj v^l^e, whereb yLtheJikelib rind that 5aid 
individual ha^ nr will hax/P rnlnrprfai canr^r is dfitfiimiripd, thp f<iscriminating vail IP 
hPing a valiiP whirh haQ hppn dpfprmipod hy mpa«^MPnj the ^^■^NnatlO" rif the 
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CQQ£ 



cnntml 



-1 with fhP rnnrpnfraflnn of frPA TiMP-1 in hntfi a ho^lfhy 
) pu l a l i Qn- with knowr t-cotorecta l c a ncer, thereby determining 



sa i ri ri i srriminating v alue wh i c h identifier the colorectf*! rancetLpo ptilati An with a 




inriiviriii^i^ y^hp hfls been treated for 
^taQfatir hro^c^t cance^ the method comprisin g detprmining 
^oncentratinn nf tntai TIMP-1 with fhp rnnrp ntration of free 

'dMel, ?nd Indicating the individM?^! f»s likely to 
h ave m e ta static brea s t cancer if the rnmb i n ati o n nf t he concentratinn of t^^^' TiMP-j 
wifh the c^"^<^"tratinn nf froo TiiuiP-1 at nr ho yond a disr qminating vahio and 
indirating thp individual a<s iinlikply tn h?ivp mg>tastatic breast cancer If tile combination 

nf thP rnnrpntratinn nf tntal TimiP-l mijth ^r>n^ entration of froo Ti|U1P-1 nnf or 

h*^yond th<^ diQrnmin^t'ng va>"^j whereby the likelihood that^^'d jndividiial has or will 
havp mpta^tatir hrpagt ranrpr ig dpf ^miined, th e dis crim i n ating valii<=^ h^^ing a value 

te rmin e d bv measurinn the combin a tion of t he con cp ntr a tin n nf tnt^ai 
^ tion of free TI M P-1 in botii a h e all 

valuewhich i dentifies the-metastaticJDreast-cancer-pop ulatiQn-witfi-a-predetermined 
sensitivity or a predetermined specificity 

d:\ (Nf^xA/) A mPthnH arrnrrijng tO Claim P, whpr pjn thp additional tiimnur 

markpr ift ^ (^pinrftctal tiimour marker, 

44 — (Nf^w) A mpthnd arrnrriing to claim 4^, whprpjn the total connpntratioD-Qf 

TlMP-1 in thP plasma Qampio anH the Concentration of thP additional tiimn^r marker 
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jnHirating fhp InriK/iriiia! ac lilfoly fn hT^Vfi -COloB&ctal C^nrg^r if t h e CO m bin ^H paramotor 
at nr hpynnH a HiQrriminiRting valllP and indiratin g theJndhdd nal ac unlikely tn h^ye 

valijg_ 

d.*; (Mpw) a mpthnri armrHing to clair TiAt , Jwher ^'n the romhining is 
pprform ed by log iQtir regression analysis. 

4fi (Nf^w) -A-roethod annording-to-daim-A4,-wherein Ae-discri minating-vj^^^ 
nf thP rnmhinpd parampfpr a valiiA whirh hac hoon Hoforminod hy determining sald 

combined parameter in hnfh ^ healthy ronfro' pnpniatinn and ^ population with known 
co l ore ctal n ancerj thereby detemi i ning the discriminat i ng v alue which ide nt i fie <t the 
cnlnrecfal canrpr pnpniatinn with a prpdptprmined specifirity or a predetermined 
sensitivity 

d7 (Nf>\A/) A mpthnd armrding to claim whprpin fhp t^imour marker is 
Lgmup consisting of CFA, soluble \ l-PAR, cat 



AR (Npw) a method arrnrding tn riaim d 7^ AA/h prPin t h p at Ipa Q t n np cp^ond 
parampfpr dpfprminpd Iq fhp concentration nf P.FA 

4 9 (New) A method accordi ng t o claim 43, whe^ln the individual is a 

ilatioQ. 



50 (Npw) a method acc ording to claim 4,^, wherpirLiheJndiujd nai ^ member 



nf a pnpiiiatinn alrpady idpntififtd as having an increa^pd risk of developing cancer 
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